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ZE%od and. JBnug JER eseanch Iaaboratmies #i “ ;
: Murrice Avenie at 58% Strest
Maspeth, New York 11378

. . Teephone: TWining 4-0800
FINAL Cable: Foodlabs, New York
REPORT

I N & & ® M O R ATE D

submitted to: DHEW/Public Health Service - Date January 8, 1973
Food and Drug Administration CA-2T2
E400 Fishers Lane-Room 5C~13
RBockville, Maryland 20852 Labaoratory No. 0901 s
. . Contract No. FDA 71-240

Sanple: Fine white powdered material

Marking: FDA 71-43 (Talc)

Examination Requested: Teratologic evaluation of FDA 71-43 in mice,

Procedure: See Appendix I
Resulte: See Tables 1 through 4 and Appendix II
Conclusion: Subject to reexamination in the light of later findings, the

fellowing is coneluded:

_ "The administration of up to 1600 mg/kyg {(body weight} of the tesat
material to pregnant mice for 10 censecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
nusmber of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number cccurring spontanegusly in
the sham-treated controls.”

Comment : Attention is called to the fact that this is the eighteenth
of & series of reports which will be issued in accordance with the terms
of the contract cited above. ZEventually, a total of at least 42
compounds will have been tested in 21 pairs; each pair being run con-
currently against one sham-treated control and one positive control
group. Because of the inherent variability of bioclogical data of the
type dealt with here, the accumulation and pooling of seguential sets
of control values will greatly enhance the statistical value of the
£indings and the ultimate reliability of the test results.

FOOD AND DRUG RESEARCH LABORATORIES, INC.

enneth Meordaregglge,
This npnrt ia submitied for the sxclusive ves of the person, me-]ﬁEuE ;m%ﬂtﬁmm it il addressed, and oajther the repast
ot tha savss of ihees Labocptories nor of any pembers of its staff, msy be vasd in conoection with tha advartising or sals of smy product or
progan withoat writtin sutborbton, .
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FOOD AND DRUG RESEARCH LABORATORIES, INC.
Groups: 171 throuwgh 176 Date: Decemher 8, 1972
. Tahla 1

Material : FDA 71-43 _ o Laboratory No. : 090] s
Fate Summary

i Mice }

Group Hatérial Doge** Total ' Surviving at Term
mg/kg . Mated Pregqnhant Total ‘Pregnantl-
171 Sham . 0.0 26 21 _ 26 21
172 - Rspirin* . 150.¢ 27 21 27 | 21
173 FDA 71-43 16.0 30 .20 I 20
174 FDA 71-43 74.0 30 | 22 30 ) 22
175 FDA 71-42 350.0 29 22 . 28 21
176 ‘ PDA 71-43 1600.0 30 22 : .29 21

* Pogitive Control @  150.0 mg/kg
** Administered as an anhydrous corn oil suspengsion:

1) rnciudes all dams examined at term



FOOD AND DRUG RESEA. f}IABDRATORIES, INC.

Group : 171 through 176

Table 2 Date: Dgcember 8, 1372
Material :Fonr 71-43 Raproduction Dmta Laboratory No. : 0901 s
( Mice } '
Group : 171 172 173 174 175 . 176
ose {mg/kg): Sham Asplrin#®* 16.0 74.6 350.0 1600.0

Pregrnancies

Total Ho. 21 21 20 22 22 22

Oied or aborted (before Iay 17} v o o ¥ 1 1

To term (an Day 17} 21 21 20 2z 21 21
Corpora Lutea -

Total No. 3as 49 - 161 395 365 388

Average/dam mated 12.8 1z.9 12.0 13,2 1z2.6 t12.9
Live Litters ’

Total No.¥* 21 21 20 22 21 20
Implant Sites _

Total No. 236 233 237 272 248 250

Average/dam® 11.2 J11.1 11.3 12.4 11.B 1.9
Resorpticons

Total Ho.* 1 11 7 14 10 16

Dams with 1 or more gites resorbed 8 B 5 8 6 5

GDams with all sites reserbed _ - _ - - ‘1

Per cent partial rescrpticns 33,1 38.1 250 16,4 28.6 23.8

Per cant complete resorptions - _ - - —_ 1.76
Live Fetuses ' _ _

Total No. 218 219 229 255 2338 231

Average/dam* 10.4 10.4 11.5 11.6 11.3 11.0

Sex ratio (M/F) , 0.80 0.67 0.86 0.76 0,70 0.7¢
Dead Fetuses

Total No.* 7 3 1 3 —_ 3

Dams with 1 or more dead 4 3 1l 3 - 3

bams with all dead -— _ —_— —a _ -

Per cent partial dead . 19.0 14.3 5.00 13.6 -— 14.3

Per ¢ent all dead. -— R -— - - -
hverage Fetus Weight, g 0,90 0.84 0.91 0.83 0.85 0.82

* Includes cnly these dams examined at term.

** Positive Control : 150.0 mo/ka



FOOD AND DRIG RESEARCH LABORATORIES, INC.

- groups 171 through 176

Material FDA 71-43

Table 2

Summary of Skeletal Findingss

{ Micae

)

Laboratery He. 0201 s

Pate_ December 8, 1972 :

Group Ho. : 171

Findings
Dose (mg/kgl Sham

172
Aspirin®+

173
1.0

174
74,0

175
350.0

176
1lc00.0

Live Fetuses Examined 151/21
{at term)

Sternebrae :
Incamplete oss. 43715
Serambled
Bipartite /6
Fused '
Extra 1/1
Missing - 25/12
Other

Ribs
Incomplete O0BS.
Fused/split
Wavy
Less than 12 1/1
More than 13 26/9
Cther

Vvertebrae
Incomplete oss. 3/3
Scrambled
Fused
Extra ctrs. 05s.
Scoliosis
Tail defects
Other

Skull
Incemplete closure
Missing
Craniostasis
Other

Extremities
Incomplete Gss, T 2L/%
Missing &/5
Extra ' '

Miscellanecus
Hyoid) missing 55/17
BEyaid; reduced 12/7

14071392}

48/16

16/10

24712

/1
15/7

1r/8

19/9

19/10
4/4

37/15
15,7

1357170} 180,22

30/9
5/4

5/4
28/7

29/13

15/3
1/1

2/2

36/6
1/1

43/11
B/5

. 55/19

8/6

2/1
46/16

la/g

16/7

1/1

36/16

63/19
19/11

las/21

72/15

9/7

22/11

1/1
31/13

6/4

3/1

24712

69/14
28/11

145/18%)

45/14
1/4

2/1
4/12

20/%8

le/49

£3/8

42713
20/11

* Nymerator=Number of fetuses affected; Dencominator=Number of
affected,

*#t Popgitive control: 150.0 mg/ kg

a) one litter migsing; ¥} Three litters missing; ¢) Two litters missing”

litters



FOOD AND DRUG FRESEARCH LABCFATORLEZ, INRC.

Groups 171 through 176 ' . Date December 8, 1972
' 1al - Labora No, 0301 3
Mater FDA 71-423 Table i-a a tqry
summary cof S5oft Tissue Abnormalities
{Mice)
Group Material Dose Level Dam Number of Description
mg/ky Pups

174 FDR 71-43 74.0 5 1036 . 1  ° Meningoencephalocele




F 00D AND DRUG RESEARCH LABORATORIES,

Groups_ 171 throygh 176

Specians Mice

)

Table 4

Average Body Weights*

Date

INC.

Cecember 8, 1972

Laboratery No._gan] s

------------------------- Day-—===rmr——r===————sss==-
zou Material Doze
Group. Level o 6 11 15 177w
mg/kg = —--====re-o-—ssssccsseo——== ge=mot—mEmmmme— o ssess o -
171 . Sham 0.0 3l.1 32.0 4.6 43,5 49.0 {21)
172 Agpirine®s 150.0 © 30,1 32.1 33.7 42,2 47.7 (21)
173 FDA 71-43 16.0 29.5 32.5 4.9 42.8 48.6 (20)
174 FDA 71-43 74.0 29.2 1.7 34.2 42.6 49,0 (22)
175 - FDA 71-43 asg.0 28.7 L 3l.G 33.7 42 .4 48.2 {21)
176 * FDA 71-43 1800,0 28.1 30.8 34.3  40.2 46.2 (21}
* Of pragnant dams
**  Humber of surviving dama in parentheses (e.f. Tabla 1)
Wk 150Q.0 mg/ kg

_Pnsitiva control:



Appendix I

Teratelogy Study in Mice

Virgin adult female albino CD-1 cutbred mice were indiviﬁually'
housed in disposable pléstic cages.in temperature and humidity-con-
trolled quarters with free access to food and fresh tap water. They
weré mated with younyg adult males, and observation of the vaginal sperm
plug was considered Day 0 of gestation. Beginning on Day 6 and con-
tinuing daily through Day 15 of gestation, the females were dosed with
the indicated dosages by oral intubation: the controls were sham treated,

Body weights were recorded on Days 0, 6,11,15, and 17 of gestation.
All animals were observed dﬁily for appearance and behavior with par-
ticular attention to food consumption and weight, in order to rule cut
any abnormalities which may have occurred as a result of anorexic
.effects in the pregnant female animal, )

On Day 17 all dams were subjgctéd'to Caesarean section under
surgical anesthesia, and the numbers of implantation sites, resorption
sites, and live and dead fetuses were recorded, The body welghts of
the live pups were also recorded. The urocgenital tract of each dam
was examined in detaill for anatomical normality.

All fetuses were examined grossly for the presence of external
congenital abnormalities, One-third of the fetuses of each litter
underwent detailed wvisceral examinations employing 10X magnification,
The remaining two-thirdé were cleared in ﬁctassium hydroxide (KOH),

gtained with alizarin red 8 dye and examined for skeletal defects.



b

FOOD AND DRUG RESEARCH LABC FATORIES, INC.

Group 171 : ] Date December 8, 1972
Appendix II -
Matarial - Sham Lakoratery No. 0901
Dose 0.0 mg/kg Reproduction Data in Mice (Individual) .
Dam No. Fate* Corpora Implant Fetuses Sex ‘Resocrption Average Fetus Famarks
Lutea Sites Alive Dead M ‘P Sites Weight (g)
5 1511 F 17 1z 12 6 G 1.06
- 8 1512 F 13 12 12 6 a 0.89
5 1513 NP g 0 ) ——=
5 1514 F 12 4 4 2 2 0.9
g 1515 P 13 12 g 2 3 6 1 0.90
5 1516 P 12 9 9 5 4 0.83.
5 1517 = 14 12 10 2 4 & : 0.85
s 1518 NP 11 0 ) ——
5 1519 = 18 16 15 1 a 7 .83
5 1530 F 18 14 14 11 3 0.8% -
5 1621 F 22 10 10 3 7 H.92
5 1522 E 15 15 12 2 5 1 1l 0.85%
5 1523 F ig 11 11 4 ? 0.84
§ 1524 P 11 ] 5 a 2 0,27
8 1525 P K b .2 1 1 & 1.08
5 1526 P 14 13 12 6 6, 1 1.15
5 1527 P 132 14 13 6 T 1 g.78
5 1528 P 13 12 11 3 8 1 0.90
S 1529 P 14 12 12 3 a 0.74
5 1530 NP a o . . —-——
S 1531 NP 12 T
s 1532 NP 14 0 ' : | m——
5 15213 ‘B 10 10 . 10 3 Kl ' 0.88
5 1534 F 14 13 1z . 2 10 1 0.89
5 1535 E 16 13 12 7 5 1 : 0.82
5 153 Hot Regigned
5 15237 F 13 11 11 <] 5 0.85

¥

P = Pregrnant; NP = Not Pregnant
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FOCD AND DRUG RESEARCH LABORATORIES, INC.

| Group 172 Appendix II Date_ December B, 1972
Material BAapirin Laboratory No. 0901
Dose 150.0 mg/kg Reprodugtion Data in Mice (Individual) -

Dam No. Fate* Corpora Implant Fetuses Sex Resorption Average Fetus Ramarks

Lutea Sites dlive Dead M- F Sites weight (g)

A 1511 P 17 12 iz 8 6 Q.79

A 1512 NF 5 o —_—

A 1513 P 13 10 9 1l 5 4 0.78

A 1514 NP B v} ———

A 1515 P 13 9 % 6 3 _ 0.75

& 1516 F 1a 10 8 3 5 . 2 0.89

& 1517 P 11 5 5 2 3 0,80

A 1518 P 14 12 10 1 5 5 1 0.80

A 1519 F 13 5 3 1 2 2 0.64

3 1520 by 13 12 1z & 6 0.898

A 1521 P 13 14 13 6 7 1l 0.81

A 1522 P 15 12 12 5 ? 9.85

A 1523 P 13 1¢ iQ 5 5 0.82

A 1524 P 13 14 13 4 9 1 . 0,87

A 1525 NP 8 o —

A4 1526 P 14 12 iz 4 -8 0.79

- A 1527 P 14 14 14 : 4 1¢ c.78
4 1528 P 15 12 10 1 5 5 1 1.12
A 1529 NP -10 o . —-—

A 1530 P 11 10 9 4 5 1- 1.05
& 1531 HF 20 a . i
B 1532 E 13 11 11 '3 B : 0.89
k 1532 P 12 12 10 3 ) 2 ' .82
A 1534 | .1a 15 15 8 7 0,78
x 1535 ' Not Assigned
2 1536 oh3 © 14 "0 —-——— :
A 1537 P 13 12 12 2 10 Q.89
A 1538 P 19 10 10 1 2 .76

* P = PFregnant; HNF = Heot Fregnant



b

FOOD ANMD DRUG RESEARCH LABOFATORIES, INC,

Group 172 ) Date December 8, 1972

_ - Appendix II

Material FDA 71-421 Laboratoery Ho. 0901 s

Dose  16.0 mg/kg geproﬂuction Data in Flce {Individual)

Cam No. FPate* Corpora Implant Fetuses Sex Resprption Average Fetus  PRemarks
Lutea Eites Alive Dead 2] F gites Weight (g}

5 1001 F 14 l2 12 9 3 .91

5 1002 NP 7 0 _——

5 1003 P 17 11 i1 6 5 1.02

s 1o04 E 14 10 10 ¥ 3 0.96

5 1005 E 131 10 10 5 5 0.85

§ 1006 P 16 11 ' 11 5 6 ) 0.91

5 1007 NE i+ 0 ' _——

§ 1008 NP 13 0 —_——

S 1009 P 14 13 12 5 7 1 1.05°

8 1010 P 16 15 14 -1 4 10 0.93

s 1011 . ) Not Asaigned

g JOl2 HF 12 LH ; -

s 1012 P 14 14 - 14 9 5 1.00

5 1014 F 15 15 12 2 10 3 0.87

s 101% HF 1z L ) ———

5 1014 F 12 11 11 4 ? i.02

s 1017 P 15 12 12 e & 0.81

5 1418 F 14 14 13 7 <] 1 c.74

s 1019 B ‘11 11 11 4 Fi : 0.85

5 1020 F 11 11 11 & S 0.92

5 1021 E 1% 15 15 & 9 .62

5 1022 E & -3 2 1 1 1 : 1.25

5 1023 P 15 1z 12 7 5 .70

5 1024 NP 0 V] —_——

5 102% HE 9 o ————

5 1076 Ne 0 0 —-_—

5 1027 sy 13 0 + —_—

Continued on next pagas,

* F = Pregnant; NF = Not Pregnant
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FOQOD AND DRUG RESE#RCH LABO FATORIES, INC.
Group 173 . : Date December 3, 1372

. Appendix II
Material FDA 71-43

Reproduction Dmta in Individual
DoEe 16.0 mg/kyg i Mice {Individual)
Dam No. Fate* Corpora Implant Fetuses Sex ‘Resarption Average Fatus FRemarks
Lutaa Sites Alive Dead M F Sites Weight (g)
Continued,
8 1028 NE 14 0 C o ———
5 1029 P 14 12 ) 12 & ] 0.34
5 1030 F 12 12 12 5 ? 0.86
5 1121 P 14 13 12 2 10 1 1.00

* P = Pragnant; NP = Not Pregnant

Laboratory No.Q90l s
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FOOD AND DRUG RESEARCH LABCORATORIES, IHNC.

Group 174 : Date_Dpgcember B, 1972

_ Appendix II ——

Material FDA 71-43 ‘ Laboratory Ho, 0901 8

Dose 74.0 mg/kg ‘Reproduction Data in Il?l.:l.ce {Individual)

Dam Na, Fate* Corpora Implant Fetuses Sax Rescrption Rveraga Fetus FRemarks
Lutea Eites Alive Dead M F sites Weight (g}

5 1031 3 15 13 13 7 & 0.97

g 1032 P 12 12 12 ? ] 0.78

5 1032 NP 7 1] —-———

s 1034 NP 9 .0 -_—

5 1035 NP 7 0 _ o -——

g 1036 | 1z 10 8 2 5 2 0.80

5 1037 NE 11 0 : ——

5 1038 P 15 15 15 4 11 ' 0.86

5 1039 7 17 13 13 € 7 0.78

5 1040 . 15 14 13 7 € 1 Q.78

g 1041 P 15 10 8 2 & 2 0.786

5 1042 P 14 13 13 4. ) 0.84

s 1043 NP 16 o : -——=

5 1044 NP 11 0 . -———

& 1045 r . 16 16 1§ 5 11 G.7a8

5 1048 HF 12 0 ' s

s 1047 P 10 9 E 4 5 : 0.81

5 1042 F 12 10 6 2 4 4 ) 0.23

£ 1049 F 10 9 B 3 5 1 : .86

g 1450 P 10 9 B . 3 5 1 0.80

s 1051 WP 0 .0 ' ' -——

s 1052 P 16 13 13 4 9 : 0.76

5 1053 P 17 13 11 5 € 2 Q.80

s 1054 P 17 13 12 1 _ © & 0.78

g 10ss F 14 14 14 19 4 0.90

§ 1056 P 15 10 9 1 2 7 0.92

Continued on next pagea.

* F = Praegnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABOPRATORIES, INC.

G : Date December H, 1372
roup 174 - Appendix II -
Materlial FDA 71-43 Laboratory Mo, (Q90]1 s
Reproduction Data in Mi : {Individual} :
Dose 74.0 mg/ky . REP ce
Dam Ho. Fate* Corpora Implant Fetusesg Sex Fesarption Average Fetus Femarks
Lutea Sites Alive Dead M P sitses Weight {q) '
‘Qontinued.
5 1057 P 17 14 14 6 B 0.66
s 1058 b la 15 15 o 6 1.17
5 1059 P 17 14 12 1 <] B 1 0.72
g 19060 P 17 13 13 5 B 0.B7

* p = Pregnant; NP = Not Pregnant
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FOOD AND DRUS RESEARCH LABOFATCRIES, INC.

Group 175 Date December B8, 1972
- Appendix Il =

Material FDR 71-43 Laboratory No.0901 s

Reproduction Data in Mice {Individual)
Dose 350.0 mg/ kg o
Dam Ho. Fate* Corpora Implant Fetuses Sex Fesorptlion Average Fatus FRemarks
Lutea Sites Alive Dead M F Sitaes Weight {g)

5 1061 | 13 13 12 5 2| o.87

5 10632 E 10 9 7 2 5 2 D.83

5 1063 F 12 i2 10 3 7 2 0.91

& 1064 F 14- 11 11 3 a 0.78

£ 1065 NE o O -

8 1066 P 13 13 13 5 B 0,83

s 1067 P 13 12 12 5 7 0.81

5 1068 P I8 17 15 5 10 2 0.20

5 106% P B " 10 10 ——— Died. Day l&

5 1070 P 20 14 14 9 = 0.81

5 1071 P 13 12 12 4 B 0.7&

5 1072 " P 12 11 1% 5. 5 1 0.72

5 1073 B 15 14 13 i 6 1 Q.86

5 1074 NP 12 _ 0 -—

s 107% HE 11~ Q —_—

s 1076 2 15 14 14 6 8 0.75

5 1077 F 14 12 12 4 B .75

5 1078 F 13 g B 3 3 0.92

5 1079 HF - o) —a--

5 1080 1% 11 0 —_——

5 1081 NP 12 Q0 —

5 1082 P 15 15 15 & 9 1.10

S 1083 P 11 8 B 6 2 0.92

5 1084 HF 5 o —_——

5 1085 E 13 10 10 4 & 0.98

§ 1086 B 13 12 12 ) 3 9 0.85

Continued oh next page.

¥ P = Pregnant; NP = Hot Pragnant
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FOOD AND DRUG RESEERCH LABORATORIES, INC.
Group 175

Date Ceceamber 8, 1972 _
Appendix II -

Material FDA 71-43

Laboratory No. 0901 s

. Reproduction Data in Mice {Individual)

Dose 350.0 mg/kg P_

Dam Ho. Fate* Corpora Implant Fetuses Sex Fenorption Average FPetus FRemarks
Lutea Sites Alive Dead" M F sgites Weight {g)

Comtinued,

s 1087 P 14 11 9 4 5 2 0.66

5 1088 P 16 12 12 5 7 : 0.85

g 10892 p 15 10 10 5 =) 0.90

* P = Pregnant; NP = Not Pregnant



_ FOOD AND DRUG RESEARCH LABO RRTORIES, INC.
Sroup 176 Date Degcembar B, 1972

Appendix'II

Material FDA 71-43 Laboratory Ho.05%0l s
Reproduction [ata in Mice {Individual}
Dogm 1600.0 mg/kg
Dam Ho, Pate* Corpora Implant Fetuses Sex ‘Regorption Average Fetus Femarka
Lutea Sites Alive Dead M F Sites weight (g) '

5 1051 P 15 14 14 7 7 0.81

5 1092 F 1& . 15 15 -] 9 .79

g 1093 E 13 9 8 1 ) 3 1.08

5 1094 NP 7. 0 v

5 1Qas F 8 13 11 1 5 7] 1 .89

5 10956 P 12 1z 12 8 4 ' 0.80

& 1097 F le 12 12 2 10 0.69

5 1098 F 13 13 12 3 g 1l 0.84

$ 1099 P 10 10 9 1 6 3 " Q.66

5 1100 P 15 13 13 7 b 1.07

5 1101 b 14 11 11 5 6 : 0.82

5 1102 NP 12 0 ) ——

5 1103 P 17 15 15 : 6 9 ' 0.76 .

5 1104 P 12 10 10 2 B .69

5 11905 NP - & . a ' —-_———

5 1106 P 1s 16 16 4 12 0,80

5§ 1107 KE 12 o -—

3 1108 F 15 11 11 4 7 4.88

8 1109 NP 12 0 _ -—

5 1110 F 17 14 i3 1 12 1 0.60

& 1111 MF 15 0 -

5 1112 HF 10 0 —im—

5 1113 - 10 8 . 8 p———— Died Day B
£ 1114 HFE 13 4] . ——

5 1115 F 13 - 12 9 - d 3 0.78
*s 1114 P 17 12 12 5. 7 ' 0.81

51117 F 10 B a8 , 2 b .88

5 1118 - B 15 10 10 —_—

8 1119 P 12 10 - 10 4 6 Q.88

£ 1120 - F 14 10 10 3 7 0.83

;

F = Pregnant; HF = Not Pregnant
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:IEladJmmi:I::'nwg:IE.bn&umuﬂb:lﬂnahmahhhm
| N CORPORATED Maourice Avenue of 584 Sireet

Muaszpeth, New York 11378

FPINAL Talephone: TWining 4-0500
REPORT Cable: Foodiabs, New York
Submitted to: DEEW/Public Health Service Date January 8, 1973

Food and Drug Administration CA-272
5600 Fishers Lane-Room 5C-13

Rockville, Maryland 20852 Laboratory No, 0902 s
: Contract No. FRA T1-260

Bample: Fine white powdered material

Marking: FDA 71-43 (Talc)

Examination Requested: Teratologic evaluation of FDA 71- 23 in rats
Procedure: Gee Appendix I .
(rasulta: " See Tables 1 through 4 and Appendix II

Conclusicn: Subject to reexamination in the light of later findings, the
following is concluded:

"The administration of up to 1600 mg/kg (body weight) of the test
material to pregnant rats for 10 consecutive days had no clearly dis-
caernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups did not differ from the number occecurring spontanecusly in
the sham-treated controls."

Comment s Attention is called to the fact that this is the eighteenth of
a2 series of reports which will be issued in accordance with the terms of
the contract cited above. Eventually, a total of at least 42 coipounds
will have been tested in 21 pairs; each pair being run concurrently
against one sham-treated control and one positive control group. Because
of the inherent variability of biological data of the type dealt with
here, the accumulaticn and pooling of sequential sets of control values
wil) greatly enhance the statistical value of the findings and the
ultimate reliability of the test results.

FOOD DRUG RESEARCH LABORATORIES, INC.

\
ai Ph.D. 5 ~

This report ; uxd of the permms, EME&M“&-M and neither the repert
et hﬁ“ﬁbﬁmmuﬁgmmmum. l.dmﬁin:wuhoflwpﬁmtnf
m—m-mmm



Croups:

171 through 176

FOOD ANu DRUG RESEARGCH LABORATORIEn, INC.
- Date: Decembar B, 1972

Material : FDA 7l=-43

Fata Summary

Tahl

e 1

Laboratory Ho. :

D202 a

{ Rats )
Group Material Dnge ** Total Surviving at Term
’ mg/kg Mated Fregrant Total P:egnant‘l
171 Sham 0.0 24 23 24 23
172 Aspirin% 250,0 24 20 24 70
1173 FDA 71-423 16.0 24 20 24 20
174 FDA 71-43 .74.0 24 22 23 21
175 FDA 71-43 350.0 24 22 24 22
176 FDA 71-43 1600.0 24 24 23 23

* pasitive Control : 250.0 mg/kg
** nAministered as an anhydrous corn cil suspension;*

1) Includes all dams examined at term



FOOD AND DRUG RESEAL ‘)LABDRATGRIES, INC.

Group ; 171 through 176 Tabla 2 Date: December 8, 1972
-Material :FOR 71-43 Feproduction Data Laboratory Wo. i 0002 g
{ Rats ) '
Group = 171 172 173 174 175 176
ose (mg/kg): Sham  Aspirint** 16.0 74,0 350.0 1600.¢
Pregnancies
Tetal No., 23 20 20 22 22 24
Hied or Aborted {before Day 20} o 0 o 1 o 1
To term (on Day 20) 23 20 20 21 22 £3
Corpora Lutea .
Total Ho. 2539 244 24& 257 265 274
Average/dam mated 10.8 10.2 l10.7 l1i.2 11.0 11.9
Live Litters '
Tetal No,* 23 19 20 21 22 23
Inplant Sites :
Total Ho. 235 209 202 229 244 260
Average/dam* 10.2 10,5 10.1 15.9 11.1 11.3
Resorptlons
Total Ho.® 4 24 1 8 1 2
Dams with 1 or more sltes resorbed 2 - 1 3 1 2
Dams with all sites resorbed —— 1 - - - -—
Per cent partial resoxptions . .70 25,0 5.00 14.3 - 4,55 8.70
Per cent complete resorptions - 5.00 -— - - _
Live Fetuses _
Total Ho. 230 185 201 221 243 258
Average/dan® l1o.0 .25 10.1 14,5 11.0 11.2
Sex ratlio (M/F) .0.98 0.80 0.73 0.99 0,99 D.Bﬁ
Dgad Fetuses
Total No.* 1 : —_— - -— _— _
Dams with 1 or more dead 1 : -—— _ - - -
Dams with all dead _ - - _ _— - —_—
Per cent partial dead 4.35 —_ - - _ -
Per cent all dead —_ - - —-_— — _
Average Fetusz Weight, g 3.84 2.76 a,77 3.79 3.77 3.73

# Includes only those dams examined at term.

** ppgitive Control:

250,0 mg/kg



FOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups_ 171 through 176

Tabie 3

Laboratory Ho.

Dite

Q%02 s

Hateriesl FDA 71-43 : : Dacembar &, 1972
- Summary of Skeletal P indings*
{ Rats )

Group Ro.: 171 172 173 174 175 1786
Findingnﬂau {mg/kg):  Sham Agpirin**  16.0 74,0 350.0 1600.0
‘Live Petuses Examined 162/23 127/1% 138/20 154721 la7 /22 180/23

{at term)
Starnebras -
Incomplete oss, 33/14 a3/19 84/19 5&6/18 46/17 B2/19
Scrambled . _
Bipartite 6/4 7/6 i/2 /1 1/1
Fused
Extra '
Missing 17/9 104/17 8/5 16/10 13/10 58/10
Other
Rlbe
Incomplete ogs9. 272
Fused/split 1/1
- Wavy 1/1 40/12 5/2 9/5 - 10/6 2/2
Less than 12 271
More than 13 1/1 al1/1s8 20/12 /3 4/2 17 /9
Dther .
Yertebrae .
Incomplete 0ssg. 2/2 20/17 20/10 5/3 . 1/2 -
SEcrambled 1/1
Fused
Extra ctrs, oss, 1/1
Scoliosis
Tail defects
Other
S5kull
Incomplete closure 17/10 63/17 22/10 3z/12 24711 46/18
Miaming 5/2
Craniostosis
CGthar
Extremities .
Incomplete oss. 4/3 171 2/1 1/1
Missing 2/l '
Extra
Misgellaneous
. Hyold; missing 18710 68/17 25711 21/12 15/8 ia/l2
Hyodd: reduced 28/13 17/11 32/12 32/14 23710 20/12

* Humerator=Number of fetuses affected; Dencnminator=Number of litters

** Positive control: 250.0 mg/kg

Affactmd.



roob AND DRDG FESEARCH LABOPRATOFRIES, INC.

Groups 171 through 176 ' ' . Date_Degember 8, 1972
.- Laberatory No. 09202 g

Material FDA 71-43

‘Table 3a
Summary of Soft Tisesue Abnormalities
{Rats)
Group Material Doee Level Dam Numbar of Dascription
mg/ky Pups

172 Aspirin¥ 250.0 A 2511 1 Exencephaly

A 2525 1 Exencephaly

A 2534 3 Exencephaly

* pogitive Control: 250.0 mg/kg
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F O0D AWND DRUG PBESEARCH LABORATORIES, INC,

Groups 171 through 176 _ Date pacgmber B, 1972
Tabhle 4 T

Speni-es Rata Laboratory Ho, 0902 5
' Avarage Body Welghtax

------------------------- DAY - ——— s mm s m———————
Group Material Dossg
Level ¥ G 11 15 o 20k
mg/Kg  —emm--—emeem===olec—————ae gmommm—mmmee—m———emm s
171 Sham 0.0 206 225 241 257 319 (23}
172 Aspirinssw 250.0 211 . 230 239 252 367 (20)
173 - FDA 71-43 16.0 . 207 227 241 257 .32z 200
174 FDA 71-43 74,0 201 223 240 256. 317 (21}
175 PDA 71-43 350.0 215 ' 232 245 260 . 325 {22)

176 FOR 71-43 1600.0 214 235 24E 262 . 329 (23)

* pf pregnant dams
** Number of surviving dams in parentheses (c.f. Tahle 1)
**#% pggitive control: 250.0 mg/kg



Appendix I

Teratology Study in Rats

virgin adult female albino rats (Wistar derived stock) were
individually housed in mesh bottom cages in temperature and humidity-
controlled quarters with free access to food and fresh tap water,

They were mated with young adult males, and obsexrvation of the vaginal
sperm plug was considered Day 0 of gestation. Beginning on Day 6 and

continuing daily through bay 15 of gestation, the females were dosed

. with the indicated dosages by oral intubation; the controls were sham
treated,

Body weights were recorded on Days .0,6,11,15, and 20 of gestation.
All animals were cbserved daily for appearance and behavior with
particular attention to food consumption and weight, in order to rule
out any abnormalities which may have occurred as & result of anorexic
effects in the pregnant female animal,

On Day 20 all dams were subjected éo Caesarean section under
surgical anesthesia, and the nunbers of implantation sites, resorption
sites, and live and dead fetuses were recorded. The body weights of
the live pups were also recorded. The urcgenital tract of each dam
was examined in detail for anatomical normality.

All fetuses were examined grossly for the presence of external
congenital abnormalities. One-third of the fetuses of each litter
underwent detailed visceral examinations employing 10X magnificatinn.
The remaining two-thirds were cleared in potasainm hydroxide (KCH},

atained with alizarin red 5§ dye and examined for skeletal defects,
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 171 Appendix IT Date_ Decgmbaz 8, 1972
Material Sham Laboratory No. 0902
Reproduction Data in Rats {Individual) '

Daosg 0.0 mg/kg _

Dam Ho. Fate* Corpora Implant Fetuses Sax ‘Resarption Average Fetus Femarks
Lutea Sites Alive Dead 7] F sites Weight {g)

g 2511 B 14 13 13 a 5 4.08

g 2512 r 14 ' - 13 13 & 7 3.75

S 2513 P 13 13 13 5 g 4.11

S 2514 P 10 10 10 5 5 41.1%

5 2515 po) 13 13 13 ] ) 3.14

3 2516 il 1z 13 10 S °5 3 3.92-

5 2517 P 10 10 10 ] 5 3.82

g 2518 P 11 11 11 2 9 3.77

5 2519 P 14 14 14 7 7 .35

5 2520 P ] o 8 LY 3 1 3.69

5 2521 P 13 5 a 3 2] 3.5¢

5 2522 P 7 7 7 3- q 3.72

5 2523 F 10 10 - 10 7 3 3.43

g 2524 F 11 11 11 7 4 3.77

S 2525 P -} 7 7 2 5 .11

8 2526 F 12 11 10 l 7 3 1,80

5 2527 NP L ¥ —_——

5 2528 P 12 11 11 4 7 3.89

5 2529 P 12 1z 12 a 4 i.88

5 2530 F -] 2 2 1 1 5.28

5 2531 P 14 14 14 6 g 3.65

g 2532 5 - 1 1 o 1 4.74

5 2533 B 11 11 11 5 6 3,97

5 2534 bol 11 . 1lo i0 5 5 3.84

* P = Pregpnant:; NP = Not Fregnant
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FOOD AND ﬂRUG_RESEiRCH LABDRATORIES, INC.

Group 172 Appendix II Date December 8, 1972
Matarial Aspirin Laboratory Ne, 0902
Reproduction Data in . Ratsg {Individual)
Doae 250.0 mg/kg -
Dam Mo, Fate® ({orpora Implant Fetyses Sax Hesorption Average Fetus Remarks
Lutesa Sites Alive Daad [ ¥ Sites Weight (g}

B 2511 F 9 | 9 6 3 2,60

"B 2512 B 10 B _ _ 9 —_——

A 2513 F 5 10 2 1l 1 ] 2.01

A 2514 r 10 10 10 & 4 .36

A 2515 | 13 13 13 B 7 2.76

A 2516 F .15 1z 12 3 9. 2,22

A 2517 WP 0 g ) : ' ' _—

# 2518 P 2] 5 5 1 4 2,51

A 2519 P 9 7 6 .2 | 1 ‘2,87

R 2520 215 21 0. : -—— -

A 2521 F 11 19 10 4 & : 2.84 ‘

A 2522 NP 1 0 - | e ' '

R 2523 E 11 11 11 5 & . 2.37

kR 2524 P 12 10 L 1 5 4 2.11

B 2525 E 11 11 11 5 & 2.36

A 252& - B 13 13 13 -] 7 2.85

A 2527 P 14 14 14 5 o 2.89
- A 2528 P 11 10 10 6 L. 2,27

A 2529 P 1¢ 10 10 4 6 4.55

A 25320 P 11 11 11 5 6 4.07

A 2521 B 12 ’ 9 9 1 5 2.79

A 2532 P 11 12 10 T 3 2 3.02

A 2533 WP kY 0 ————

A 2534 B : 5 5 2,23

13 13 13

* P = Proegnant; NP = Not Pregnant . ' -



Group 173

c

FOOD AND DRUG RESEARCH LABOPRATORIES, INC,.

Material FDA 71-43

Appendix Il

pate December 8, 1972

Laboratory No. 0902 s

Reproduction Data 1n Rats {Individual}
Doae 16,0 mer/ky .
‘Dam No. Fate* Corpora Implant Fetuses Sax ‘Fesorption Average Fetus Femarks
Lutea Sites Alive Dead M F Sites Weight {g}
& 2001 F 11 9 9 1 8 3.8%
s 2002 P 9 5 5 0 5 4.04
5 2003 NE 7. i) m———
5 2004 F 1z 13 12 & & 1 3.78
5 2005 E 13 12 13 7 B ' 4.12
5 2006 NF 2 d ————
5 2007 P 12 - 10 10 5 ) 3.47
5 2068 NP 3 Q ———
5 2009 P 10 10 10 5 5 3.84
§ 2010 pel 13 & 6 2 4 .48
5 2011 P 13 1l 10 6 4 3.73
5 2012 NP 13 0 . ——
5 2013 F 15 16 16 9 7 3.62
5 2014 P 16 . 11 13 2 11 3.83
£ 2015 P 7 b 6 3 3 3,88
5 2016 P -tk 10 1G¢ 4 & 3.95
g 2017 P 10 -] 3 3 5 3.58
5 2018 P 12 12 12 3 9 3.70
£ 2019 F 12 10 10 5 5 3.57
S 2020 F 12 : 11 11 a 3 3.58
5 2021 F 11 10 10 1 o 4.08
5 2022 " F T 10 9 9 5 4 4.00
5 2023 F 13 1=z 12 5 7 .38
5 P 9 9 9 5 4 3.90

2024

* P = Pregnant;
¥* Orary Miassing:

NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

GCroup 174 . Date December 8, 1972
Appendix II
dMaterial Fpa 71-43 Laboratoxy No. 0902 s
Reproduction Data in Rats (Thdividual) -
Cose 74.0 mng/kg
bam No. Fate®* Corpera Implant Fetuses Sex Reasrption Average Fetuy PFemarks
Lutea Sites Alive Dead M P sSites Weight {g}

5 2031 P 12 11 11 8 3 31,92

- & 2032 P 12 ' 12 12 9 3 4.11
5 2033 P 5 6 2 1 1 4 3,32
s 2034 P 11 11 11 4 7 - 3.89 :
5 2035 P ik ' —_— ' Aborted Day 19
S 2036 WP 6 0 —_—
S 2037 P 16 6 6 1 5 4.13
5 2038 P 10 9 9 7 y 4.24
S 2039 P B 9 B 3 5 1 4.00
S 2040 P 16 14 14 5 3 3.57
S 2041 B 9 9 g 7 2 3,27
S 2042 P 10 10 10 3 7 1.77
5 2043 P 13 13 13 6 7 31,75
5 2044 P 10 - 10 10 6 4 3,98
S 2045 P 16 16 16 3 13 3.49
g 2046 ' NP 7 0 _ B
S 2047 P 13 13 13 6 7 ’ 3.62
5 2048 P 14 13 12 8 5 3.94
S 2049 P 13 13 13 8 5 4.11
5 2050 P 13 12 12 3 9 3.46
5 2051 P 13 13 13 5 8 3,69
5 2052 P 12 10 10 E 5 3,96
§ 2053 P 7 7 7 g 2 3.49
S 2054 P 11 12 9 7 2

3 3.79

* F = Pragnant) NP = Not Pregnant
%% Hot Head
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FOOD AND DRUG F.ESEP;RCH LABOD MTU‘RIES,' INC.
Group _175 Date Decembear 3,19?2

Appendix IIX

Material FDA 71-43 Laboratoxy Neo, 0902 &
Dose 150.0 ma/kg Rgproduction Data in Rats {Ind@ividual)

Dam Mo. Fate* Corpora Implant Fatuzeas Sex Feaorption Average Fetus Famarks

Lutea Sites Alive Daad M P Bites Weight {g}

5 2061 P 12 12 12 5 7 . 3.68

8 2062 P 13 - 12 12 & [ 3.60

S 2063 P 13 12 12 5 7 3.78

S 2064 b4 10 10 10 5 5 4.51

S 2085 P B 7 7 3 4 4.49

5§ 2066 P .13 13 13 4 ] 3.81

8 2067 P 12 1z 12 6 1 3.49

S 2068 P 15 15 15 4 11 .52

5 2069 F 12 13 12 5 7 1l 3.78

S 2070 NP T8 0 ———

5 2071 P 11 11 11 4 7 3.51

5 2072 P 11 10 10 ] 4 3.87

& 2073 P 12 1z 12 a & 3.52

S 2074 P 11 11 11 5 L+ 3.84°

5 2075 P -l _ 9 9 & 3 . A7

g 2076 NP 6 ' o : —_—

5 2077 P 13 12 <12 8 4 3.57

5 2078 P 10 o a & 3 3,84

8 2079 P 12 11 11 4 7 3.65

8 2080 P 11 9 3 5 ¥ 3.51

2 2081 P 14 B T-) 14 9 ) 3.57

8 2082 P a B B8 4 4 3.94

$ 2083 P 13 11 11 6 5 4.11

s 2084 P 11 11 11 7 4 .60

* P = Pregnant; HNF = Hot Pregnant
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FOOD AND DRUG RESEARCE LABOFRATORIES, INC,

76
Group__ 1 _ Appendix 1T Date_December 8, 1972
Materlal rFpa 71-43 - _ Laboratory Ro. 0802 g
Reproductlon Data in Rats (Individual)

Dose 1600, 0 mg/kg

Dan Noc. Fate' Corpora Implant Fetuses Sex "Mesoarption Average Fetus Bemarks

Lutea Sites Alive Dead M F Sites Weight {g)

S 2021 3 3 9 3 L 4 4£.14

‘5 2092 P 12 il 11 q 7 4.05

5 2023 P 13 12 iz2 L 7 4.52

5 2004 P 11 i0 10 6 q 4.14

s 2095 B 13 13 13 8 5 4.29

5 2096 P 1] 11 11 4 7 4.30

5 2097 B 20 18 18 & 12 3.76 . :

5§ 2038 P 9 ' 9 ' ——— Ahorted Day 19
5 2099 E 11 11 11 4 T 5.54

5 2100 " F 13 12 12 7 5 3.30

S 210l P 12 12 12 5 7 i.44

5 2102 B 7 5 5 1 4 3.43

5 2103 P 10 10 10 4 6 2.49

5 2104 P 12 1 11 4 7 2,24

5 2105 P 14 14 14 7 7 2,38

5 2106 E 14 11 11 =) 6 3.89

g 2107 F 14 13 12 5 7 1 3.56

s 2108 o 7 B 6 4 2 4.22

5 2109 3 11 : 1 11 5 & 3.94

5 2110 P a 3 2 1 1 1 4.75%

g 2111 B 18 16 le 8 8 3,29

5 2112 e 17 17 17 S 8 3.44

§ 2113 P -k 15 15 & 9 3.34

5 2114 B 8 9 9 & 3 3.45

'* P = Pragnant; NP = Kot Pregnant
** Ovary Miaging
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I N ¢ & R P OR MT E D Maurice Avenue ot 58 Stroet

Maapeth, New York 11378

FINAL : Talaphone; TWining 4.0800
REREPODRT Cable: Foodlabs, New York

Submitted to: DHEW/Public Health Service Date Jannary 8, 1973
Food and Drug Administration CA=-272
5600 Pishers Lane-Room 5C=-13
Rockville, Maryland 20852 Laboratory No. 0903 s
Contract No, FDA 71-260

Sample: . Fine white powdered material

Marking: FDA 71-43 (Talc)

Examination Regquested: Teratologic evaluation of FIA 71- 43 in hamseters
Procedure: See Appendix I

(“.@ultsz See Tables 1 through 4 and Appendix II

.

Conclusion: Subject to reexamination in the light of later findings, the
following is concluded:

"The administration of up to 1200 mg/kg (body weight} of the tast
material to pregnant hamsters for 5 consecutive days had no clearly
discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in seither scft or skeletal tissues of the
test groups did not differ from the number occurring spontaneously in
the sham~treated controls.”

Comment : Attention is called to the fact that this is the eighteenth of
a series of reports which will be issued in accordance with the terms of
the contract cited above. Eventually, a total of at least 42 compounds
will have heen tested in 21 pairs; each pair being ryn cencurrently
against cne sham-treated control and one positive control group. Because
of the inherent variability of bhiological data. of the type dealt with
here, the accumulation and pooling of segquential sets of control values
will greatly enharice the statistical wvalue of the findings and the
ultimate reliability of the test results.

FOOD AND DRUG RESEARCH LABORATORIES, INC.

\
l-—rt@nqugéﬂﬁ€?£5
Kénneth Morgakeidde, Ph.D iy

This report it submitted for the exclusive use of the tﬂﬁLﬁﬁ EL8RAYA  ahom it in sddrarsod, and nejther the report
mor the .ol il by ,mvhmdmmtlumtmlhn- lm'llhulll]rmtm-
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FOOD AND DRUG RESEARCa LABORATORIES, INC,
' Date: pecemher 8, 1972
Laboratory No. : pgon3 g -

Sraups: 171 threugh 176

Table 1
Material : FDA 71-43

Fate Summary
{ Hamsters )

Sroup Haterial IoSe +& Tai:ai Surviving at Term
mg/kg . Mataed Pregnant Total Preg'nant_l
171 Sham | 0.0 24 . 2] 24 21
172 Aspirin« 250,0 22 _ 20 22 20
173 FDA 71-43 12,0 22 | 20 21 13
174 FDA 71-43 56.0 24 20 24 20
175 FDA 71-43 260.0 . 22 20 22 20
176 _ FDA 71-43 1200.0 27 : Z3 24 | 20

* Pogltive Control : 250.0 mg/kg
*¢ Administered as an anhydrous corn oil suspension; ”

1) Ihc_ll‘ldEB all dams examined at term



FOOD AND DRUG RESEAL 3LABGRATDRIES, INC.

Group ; 171 through 176

Table 2

Date:

Decambar 8, 1972

Material :fDA 71-43 Feproduction IDmta Laboratory Ko. : Q902
{ Hamsters |
Group : 171 172 173 174 175 176
mse {(mg/kg): Sham Aspirin¥* 12.0 56.0 260,0  1200.0

Pregnancles

Total No. ] a1 20 2Q 20 20 23

HMed ¢r Aborted {(before Imy 14) 1] 1] 1 1 0 3

To term (on Day 14} z1 20 19 19 20 20
Corpora Lutea

Total Ho. 289 280 256 304 271 315

Average/dam mated . 12,0 12.7 11.& 12.7 12.3 i1.7
Live Litters

Total No.* 20 20 19 19 20 20
Implant Sites o

Total Ha, 262 248 223 219 2339 =38

Average/dam® 12.% 12.4 11.7 11.5 12.0 11.9
Resorptions -

Total Ho.* 10 3 7 1 5 . i

Dams with 1 or more aites resaorbed 4 3 3 1 3 1

Dames with all =ites resorbed _ e - _ - —_

Per cent partial rescrptions 19,0 15-0 15.8 5.26 15.0 5.0

Per cent complete resorptions - _ - - - -
Live Fetuses _ .

Total Ho. 23z 243 215 218 233 233

Average/dam* 11.0 12.2 11.3 11.5 11.7 11.7

Sex ratic {(M/F) 6,73 Q.71 0.68 0.69 0.70 0.64
Dead Fetuses ' _

Tatal Ho.* - 20 2 1 - 1 1

Dams with 1 or more dead 2 2 1 -— 1 1

Pama with all dead 1 - -_ - - -

Per cent partial dead 9.52 10.0 5.26 - 5.00 5.C0

Fer cent all dead . 4.76 - -_ - - -m
Average Fatus Weight, g 1.71 1.71 1.75 1.76 1.72 1.70

* Includes only those dams examined at term,

*% Ppasitive Control : 250.0 mg/kg



FOOD AND DRIG RESEARCH LAEORATORIES, INC.
Laboratory Ho, 0903 a3

- Groups_ 171 through 176 , :
Table 3

Material_Fpa 71-43 . Date__ December 8, 1972
Summary cof Skeletal F indinga* '
' { Hamaters ) '

Group No, : 171 - 172 173 174 175

Pindings ;
bose [(mg/kg): Sham Aspirin** 12,0 56,0 260.0

17¢
1200.0

Live Fetuses Examined 162/20 1rn/20 151/19 154/19 161720
{at term) . .

Sternebrae
Incemplete osa, Be/20 as5/20 77/18 103/19 SBS1E
Scrambled ' _
Bipartite 16/11 23/11 18/11 22712 18/12
Fused :
Extra 1/1 1/1 4/2
Missing 26713 35512 39/14 52/15 33/11

‘Gther

Ribs
Inconplete g9s8s, ) 1/1
Fused/aplit ' 171
wavy - : '
Leas than 12 _ -
More than 13 - /5 11./8 19/9 24710 7/8
Other

VYertebrae .
Incamplete o588, 6/1
Scrambled
Fusad
Extra ctrs. oss.

Scoliosin
Tail defects
Other

5kull
Incomplete closure ' &/4
Mimsing
Craniostosis
Othayr

Extremities : :
Incompleta oE5S%. 1/1 14/6 7/3 28710
Miseing '

Extra

Migcellaneous

Hyoid; missing 91 13/6 3/2 12/4

Hyoid; reduced 1/1 1/1 - 473 B/6

e

139720

74/18
13/7

6/5
18/12

49/15

1472

18/4

14/3
5/4

* Numerator=Numker of fetuses affected; Denomipnator=Number of litters

-affacted.

** Positive contrel: 250.0 n3/ kg



. FOOD AND DRUG FESEARCH LABOPATORIES, INC.
Groups 171 through 176 o ' Date December 8, 1972

'- - ‘Laboratory No. 0903 s
Material_Fpa 71-43 Table 3-a ¥ o032 5
Summary of Soft Tissue Abnormalitien
(Hameters)
Group Materizl Dose Level Damx Humber of Dascription
~ mg/kg Fups
I
.‘
172 Rspirint 250.0 A 3514 1 Club foot
A 3520 1 Meningoencephalocele
175 FDh 71-43 260,0 5 070 1 Meningoencephalocele

% Ppgitive Control: 250.0 mg/kg
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F O0OD ARD DRUG RESEARCH LABORATORIES, INC,

Groups 171 throuwgh 176

Spaciéa Hamsters

Table 4

Average Body Weights *

Date Decembar B, 19?2_

Laboratory He._ 0903 = -

------------------------- Fay-———wweee——— - —=wa=———
Group Material Dose
Level D & a 10. 14*»
rg/kg —  m=esmm————sssmssemmeeecee—— g e ——————
171 Sham a.0 103.4 i09.9 113.7 123.5 146.8 (21}
o B Aspirint 250.0 107.3 117.7 © . 116.4 1:32.5 152.4 (20}
173 FDA 71-43 12.0 104.9 114.8 117.5 128,9 151.3 (19}
- 174 FDA 71-43 5.0 100.1 108.6 112.6 123.2 147.1 {1L9)
17% FDA 71-43 260.0 108.8 115.6 119.9. 129.48 151.6 (20}
176 FLA T1l=43 1200.0 i09.4 115.0 103.3 115.1 133.3 (2C)

& *
L B N ]

Of pregnant dama

Number of surviving dams in parenthsses (c.f. Table 1)

Fositive control:q

250.0 mg/kg



Appendix I

Teratology Study in Hamsters

virgin adult female golden hamsters from an outbred strain were
individually housed in mesh hottom cages in temperature and humidity
controlled quarters with free access to food and fresh tap water at
all times. They were mated {1 to 1} with matpre males and the
appearance of motile sperm in the vaginal smear was considered as
Day 0 of gestation, Beginning on Day é and continuing dailf through
Day 10 of gestation, the indicated dose levels of the test material

were administered by oral intubation; the contrels were sham-treated.

Body weights were recorded on Days 0, 8, 10, and 14 aof the gestation
pericd. All animals were observed daily for appearance and he@aviar
with particular attention to food consumption in order to better
recognize any abnormalities resulting from ancrexic effects in the

pregnant animal,

On bay 14, all animals were subjected to Caesarian section under deep

anesthesia and the numbers of implantation sitea, resorption sites, live

and dead fetusesz were recorded, All live pups were weighed and the

genital tract of each dam was examined for any anatomical abnormalities.

All fetuses were examined grossly for the presence of external
ﬁnngenital defecte and one-third of each litter underwent detailed
visceral examination under 10X magnification, The remaining two-thirds
of the pups were cleared in potassium hydroxide, stained with alizarin

red dye, and examined for the presence of sketal abnormalities,



Group 171

Material __Sham

Appendix II

M

FOOD AND DRUG RESEARCH LABCRATORIES, INC.

Date Decembar 3, 19?3

Labhoratory No._ 02qQ3

Reprodugtion Data in Hamsters {Individual)
Dase 0.0 mg/kg
"Pam No. Pate* Corpora Implant Fetuses Fesorption Avgrage Fetus FRemarks
Lutaa Bites Alivae Dead M F Sites Waight {g)
5 3511 P 10 11 10 G 4 1 1l.63
5 3512 F = 11 a 3 g 2 l.61
5 3513 P 10 10 10 5 5 2.01
5 3514 P 21l 17 17 —
5 3515 HE 3 4] -
5 35le P 14 14 14 & a8 1.71
5 3517 P 12 - 12 12 & & 1.72
3 3818 P 10 B a 3 & 1.81
5 3519 r 12 11 11 & 5 1.85
S 3520 P 17 15 15 4 11 1.82
s 3521 P 15 15 15 7 8 1.62
5 3522 P 12 13 7 3 - 4 6 1,35
5 3523 P I3 - 13 1z 3 2§ LY 1.38
5 3524 P 14 14 .14 2 12 1.50
5 352% WP 12- 4] ' ———r
5 3526 F 11l 1o i0 7 3 1.71
5 3527 P 10 10 10 o 4 1.8%9
5 3528 P 11 11 11 4 7 1.390
g 3529 P 14 14 11 3. a 5 1.75
5 3530 NP 4 0 —-——
5 3531 P 14 14 14 & a 1.74
5 3532 P 14 14 14 ] a 1.79
5 3832 F 13 11 11 G 5 1.79
5 3534 P 14 13 13 4 9 1.6%

* P = Pragnant:

NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORFATORIES, IRC.

Group 172

Appendix II
Material Aspirin

Datg December 8, ;??2

Lakoratory HNo. 0901

bose 250.0 mg/kg R.eprcductiun mta 1in Hamsters (Individual)
Dam No. Fate*® Corpora Implant Petuses Sex Fesgrpticn Average Fetus Remarks
Lutea Sites Alive Dead M F Sitas Weight {g)

A 3511 B 10 10 10 4 6 1.76
" A 3512 P 9 9 8 2 G 1 1.75
A 3513 P 18 18 18 7 11 1.59
A 3514 b 14 . 14 14 5 9 .36
A 3515 P 16 13 ) 13 4 9 1.79
A 35le P 14 11 11 5 & 1.89
A 3517 F 19 14 13 & 7 1 1.77
A 3518 NP 7 0D ) —wam
A 3519 E 10 10 30 5 5 1.83
A 3520 E 11 8 7 1 3 4 " 1.88
A 3521 F 18 18 18 _ 8 10 1.53
A 2522 E iz 17 16 1 & 10 1.72
A 2523 P 10 .10 10 2 8 1.85
A 2524 NE o 9 ——
K 3525 P 14 14 14 8 & 1.4%9
A 3526 . P 11 10 10 S 5 . 1.75
A 3527 P 11 11 10 3 7 1 ' 1.49
A 3%2R P 15 11 11 5 <] 1.79
A 3529 P 11 : 13 13 4 9 1.61
A 3530 P 16 1z 12 B 4 1.86
A 3531 P 13 13 13 4 g 1.73
A 3532 B | 12 12 & ] 2.09

* P w Pregnant; WP = Hot Pregnant
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FOOD AND DRUG RESEARCH LABOBATORIES, INC,

Grou 173 ' December 8, 1972
P Appendix II Date__ L ] Ay A3La
Material FDA 71-42 ' Laboratory No. 0503 %
Reproduction Tata in Hamsters Individual
Dose 12.0 mg/Kg P { }
Cam Ho. Fate* Corpora Implant Fetusges Sex Fesorption Average Fetus Femarks
Luteaa Sites Alivae Dead ‘M F Eites Weight (g}

§ 3001 P 1i 11 il . 7 4 . 1.84

S 3002 P B 9 2 1 4 4 1.96

5 3003 P 11 15 .10 5 5 5 0.82

S 3004 P 8 8 8 4 4 2.00

S 3005 P 11 10 10 3 7 1.84

S 3006 NP 5 0 —_—

5 3007 P 12 12 12 5 - 7 1.95

5 3008 HE 10 ¥ : _ -—

& 3009 P 13 - 11 11 5 6 1.79

5 3010 P 18 17 17 9 8 1.28

5 3011 P 9 9 8 4 4 1 1.92

5 ‘3012 P 8 g. 8 3 5 1 1.64

5 3013 P 12 1n 11 2 9 1.77 :
S 3014 P 10 10 10 5 5 — Aborted Day 13
5 3015 P 10 10 10 5 g 2.02 :
g 3016 P e - 9 : 9 2 .7 1.83

g 3017 P 17 17 17 6 11 1.74

5 3018 P 19 18 18 5 13 1.78

5 301¢% F i2 12 12 ) 7 1.5%

S 3020 P 13 12 12 5 7 1.81

§ 3021 P 16 10 10 4 6 1.77

5 3022 E 13 13 13 4 o 1.96

* F = Pragrnant; NP = Not Pregnant



~

FOOD AND DRUG RESEARCH LABOFATORIES, IHNHC,

GCroup 174 : Pate December 8, 1972
_ Appendix II
Material FDA 71-43 Laboratory No. 0903 8
Reproduction Data in Hamsters (Individual} -
Dose 56.0 mg/kg
"Dam Wo. Fate* Corpora Implant Fetuses Sex Fesporption hAverage Fetus FRemarks
Lutesa Sites Alive Dead M F Sites Weight {g]
5 3031 P 19 19 19 9 10 1.67
£ 3032 p 8 7. 7 1 6 1.94
S 3033 NP 10 0 -
5 3034° NP 9 o i
8 3035 P il 11 11 5 6 1.84
5 3036 P 11 8 B 4 4 1.78
5 3037 NP 15 o -—
5 3038 P 11 11 11 4 7 2.17
&8 3039 P 10 10 16 6 4 2.09
& 3040 P 14 14 14 7 7 1.43 ,
5 3041 2 9 9 9 7 2 -—== Aborted Day 13
5 3042 P 13 12 12 5 7 1.81
5 3043 P 15 11 11 1 10 1.56
5 3044 B 11 11 11 7 4 L.78
5 3045 NP 14 - 1] ————
8 3046 B 13 11 11 5 6 1.78
5 31047 D 14 11 11 1 10 l.82
g 3048 P 14 13 13 2 11 1.67
5 3649 B 16 11 11 5 6 1.35
5 3050 F 15 12 12 8 4 l1.68
8 30651 F 10 9 8 4 4 1 l.64
8 3052 P 11 11 11 4 7 1.70
5 3053 F 15 14 14 & 8 1.65
5 3054 P 13 13 13 5 ] 1.47

* P = Pregnant;

NP = Hot Pregnant



)

FOOD AND DRUG RESEARCH LABORATCRIES, INC.

Group 175

Appendix II

Datae Decamber 8, 1972

Material Fpa 71-42 Laberatery Ho. 0903 &
- Reproductien Data in Hamsters {Individuall
Dose 260.0 mey kg
Dam Mo, Pate* Corpora Implant Fetuses Sex Resarption Avarage Fatus Femarks
Lutea Bites Alive Dead M F Sitas walght {g)
5 3061 P 12 12 12 0 12 1.80
& 3062 B 16 14 15 1 6 9 l.80
5 3063 F 11 12 10 5 5 2 0.85
5 3064 F 12 13 12 7 5 1 1.67
S 3065 P 14 10 10 5 5 1.83
5 3066 P 11 [ 6 3 3 1.78
& 3067 NP 3 Q ———
& i0E8 F 12 1z 12 6 6 1.80
& 3069 F 12 12 12 6 G 1.84
8 3070 P 17 16 16 9 7 1.64
g 3071 P 13 13 13 B 7 1.63
s 3072 P 14 13 13 7 6 1.88
5 3073 HF 14 0 -
5 3074 F 14 13 13 6 7 1.74
§ 3075 P 9 3 3 1 8 1.69
5 3076 P 11 11 ’ 11 2 - 2.00
£ 3077 P 15 14 14 4 10 1.5
5 3078 2 10 8 . : 2 & 1.91
5 3079 F 14 . 12 12 7 5 1.82
5 3080 P 17 15 15 5 10 1.79
5 2081 P 11 11 11 [ 5 : 1.78
5 aoBe2 B 9 11 9 2 7 2 - 1.66

* P = Pragnant: NP = Hot Pregnant
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FOOD ARD DRUG RESEEARCE LABOFRATORIES, IHNC,.

Group 178 . Date December B, 1972
Appendix II
Material FDa 71-43 ' Laboratory No. 0903 s
Reproduction Data in Hamsters {Individual)
Dose 1200.,0 mg/kg P
Dam No., Fate* (Corpera Implant Fetuges Sex  FResorption Average Fetus FRemarka

Lutea Sites Alive Daad [ F Sitaes Waight (g)

o
['+]
o
W
1%}
=]

5 3091 1.49
.5 31092 NP 6 0 o
5 3093 P 16 16 16 5 il _ 0.90
5 3094 P 12 12 12 7 5 1.6% -
5 3095 P 12 12 : 12 —— Died Day li
B 3096 P 13 12 12 4 8 ' 2.06
£ 319927 NP 4 o - ——
5 3098 p 17 16 . 16 3 13 . 1.75
s 3099 p 17 16 16 5 11 . 1.55 o
8 1100 P 17 17 17 - - ——— : Died Day 9
5 3101 10 14 14 —_— Died Day 10
S 13102 P 12 12 12 ' B 4 1.63
5 3103 P 13 013 ‘13 B 7 1.69
S 3104 NP 4 0 ——
S 3105 P 13 13 i3 3 10 1.86
S 3106 P 12 11 11 3 B 1.92
5 3107 P 11 11 11 & 5 1.96
5 3108 B 16 15 15 8 7 1.78
S 3109 NP A _ o] ————
S 3110 F 13 12 12 7 5 1.71
5 3111 P 11 . 9 9 1 8 2,08
5 3112 p 7 7 6 1 0 6 1.75
5 2113 P 13 12 12 5 9 1.78
5 3114 P 7 6 2 1 1 4 1.94
5 3115 P 18 16 16 7 9 : 1.20
5 3116 P 13 10 10 5 5 1.66
5 3117 P 11 10 10 5 5 1.58

* P = Pregnant; WF = Not Pragnant



